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In th Claims 

1 . (Original) A method of inhibiting angiogenesis comprising: 

(a) identifying a patient in need of an angiogenesis inhibitor; and 

(b) administering to the patient a therapeutically effective amount of a 
PPAR gamma ligand, wherein angiogenesis is inhibited in the patient. 

2. (Original) The method of claim 1 , wherein the patient Is a mammal. 

3. (Original) The method of claim 2, wherein the mammal is human. 

4. (Original) The method of claim 1 , wherein the therapeutically effective amount 
of a PPAR gamma ligand is an angiogenesis inhibiting amount. 

5. (Original) The method of claim 1 , further comprising administering a 
therapeutically effective amount of an RXR receptor ligand. 

6. (Original) The method of claim 1 , wherein the PPAR gamma ligand is selected 
from the group consisting of (+)-5-[[4-[(3,4-dihydro-6-hydroxy-2,5,7,8-tetramethyl-2H-1- 
benzopyran-2-yl)methoxy] phenyl]methyl]-2,4-thiazolidinedlone: (troglitazone); 5-(4-[2- 
(5-ethylpyridin-2-yl)ethoxyl]benzyl]thiadiazolidine-2,4-dione:(pioglitazone); 5-[4-[(1- 
methylcyclohexyl) methoxy]benzyl]thiadlazolidine-2.4-dlone: (clglitazone); 4-(2- 
naphthylmethyl)- 1,2,3.5- oxathiadiazole-2-oxide; 5-[4-[2'[N-(benzoxazol-2-yl)-N- 
methylamino]ethoxy]benzyll-5-methylthiazolidlne-2,4-dione: 5-[4-[2-[2,4-dioxo-5- 
phenylthiazolidin-3-yl) ethoxy] benzyl]thiazolldlne-2,4-djone; 5-[4-[2-[N-methyl-N- 
(phenoxycarbonyl)amino] ethoxy] benzyl]thiazolidine-2,4-dione: 5-[4-[2'phenoxyethoxy) 
benzyl]thiazolldine-2,4-dione; 5-[4-[2-(4-chlorophenyl) ethylsulfonyl] benzyljthiazolidine- 
2,4-dione; 5-[4-[3-(5-methyl-2-phenyloxazol-4-yr) propionyl]ben2yl]thiazolidlne-2.4- 
dione; 5-[[4-(3-hydrc)xy-1-methylcyclohexyl) methoxy]benzyl]thiadiazolidine-2,4-dione; 5- 
[4-(2-(5-methyl-2-phenyloxazol-4-yl) ethoxyl]benzyl]thiadiazolidione-2.4-dione; 5-[(2- 
benzyl-2,3-dihydrobenzopyran)-5-ylmethyl]thiadiazoline-2,4-dione: (englitazone); 5-[[2- 
(2-naphthylmethyl) benzoxazol]-5-ylmethyl] thiadiazoline -2.4-dlone; 5-[4-[2-(3- 
phenylureido)ethoxyl] benzyl]thiadiazoline-2,4-dion : 5-[4-I2- [N-(benzoxazol-2-yl)-N- 
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rTiethylarTiino]ethoxy]benzyJ]thiadiazoline-2,4-dione:5-[4-[3-(5-methyl-2-phenyloxa2ol-4- 
yl) propionyl] benzyllthiadia2oline-2,4-dione; 5-I2-(5-methyl-2-phenyloxazol-4-ylm thyl) 
benzofuran- 5-ylm thylj- oxazolidine-, 4-dion ; 5-[ 4-[2-[N-methyl-N-(2-pyridyI)amjno] 
ethoxy] benzyl]thiazolidlne-2,4-dione (BRL 49653); and 5-[4-[2-[N- (benzoxazol -2-yl)-N- 
methylamino] ethoxy]ben2yl]oxazolidine-2,4-dione. 

7. (Original) The method of claim 1, wherein the PPAR gamma ligand is selected 
from the group consisting of PGAi, PGAz, RGB,, PGBg, PGDi. PGDz, PDJz, 15-deoxy- 
12,l4-delta-PGJ2, and 12-delta-PGJ2. 

8. (Original) The method of claim 1 , wherein the PPAR gamma ligand is a fatty 
acid containing about 10 to about 26 carbon atoms and zero to about 6 carbon-carbon 
double bonds or carbon-carbon triple bonds. 

9. (Original) The method of claim 1, wherein the patient has a disease or disorder 
characterized by undesirable excessive neovascularization. 

10. (Original) The method of claim 9, wherein the disease or disonjer is selected 
from the group consisting of a neoplasm, rheumatoid arthritis, psoriasis, atherosclerosis, 
diabetic and other retinopathy, endometriosis, retrolental fibroplasia, age-related 
macular degeneration, neovascular glaucoma, thyroid hyperplasia, tissue 
transplantation, lung inflammation, obesity, and chronic inflammation. 

1 1 . (Cancelled) 

12. (Previously Amended) A method of inhibiting angiogenesis in a patient, 
comprising: 

(a) identifying a patient with a disease or disorder susceptible to 
angiogenesis inhibition selected from the group consisting of a neoplasm, rheumatoid 
arthritis, psoriasis, atherosclerosis, thyroid hyperplasia, endometriosis, lung 
inflammation, obesity, and chronic inflammation; and 

(b) administering an angiogenesis inhibiting amount of a PPAR gamma 
ligand, wherein angiogenesis is inhibited in the patient. 
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13. (Cancelled) 

14. (Am nded) The method of claim 4412, wherein the mammaJ -pati nt is a 
human. 

15. (Original) The method of claim 12, further comprising administering a 
therapeutically effective amount of an RXR receptor llgand. 

16. (Original) The method of claim 12. wherein the PPAR gamma ligand is 
selected from the group consisting of (+)-5-[[4-[(3.4-dihydro-6-hydroxy-2.5.7.8- 
tetramethyl-2H-1-ben2opyran-2-yl)methoxy]phenyl]methyl]-2,4-thiazolidinedione: 
(troglitazone): 5-l4-I2-(5-ethylpyrldin-2-yl) ethoxyl]benzyl]thladja2olidine-2.4- 
dione:(pioglltazone); 5-[4-[(1 -methylcyclohexyl) mBthoxy]benzylJthiadia20lldlne-2.4- 
dione: (ciglltazone); 4-(2-naphthylmethyl)- 1,2,3.5- oxathiadiazole-2-oxide; 5-[4-[2-[N- 

(benzoxazol-2-yl)-N-methylamino]ethoxy]ben2yl]-5-methy|thiazolldine-2.4-dione;5^[4-[2- 
[2,4-dioxo-5-phenylthiazolidin-3-yl) ethoxy] benzyl]thiazolidine-2.4-dlone; 5-t4-[2-[N- 
methyl-N-(phenoxycarbonyl)amino] ethoxy] benzylJthiazolidine-2,4-dione: 5-[4-[2- 
phenoxyethoxy) ben2yl]thiazolidlne-2.4-dione; 5-[4-[2-(4-chlorophenyl) ethylsulfonyl] 
benzylJthiazolidine-2,4-dione; 5-[4-[3-(5-methyl-2-phenyloxa2ol-4-yl) 
propionyl]benzylJthia2olidine-2,4-dione: 5-[[4-(3-hydroxy-1-methylcyclohexyl) 
methoxy]ben2yl]thiadiazolidine-2,4-drone: 5-[4-[2-(5-methyl-2-phenyloxazol-4-yl) 
ethoxyl]benzyl]thladiazolidione-2.4-dione; 5-[(2-benzyl-2.3-dihydrobenzopyran)-5- 
ylmethyl]thiadia2ollne-2,4-dione: (englitazone); 5-[[2-(2-naphthylmethyl) ben20xazol]-5- 
ylmethyl] thiadiazoline -2.4-dione; 5-[4-[2-(3-phenylureido)ethoxyl] ben2yl]thiadia2oline- 
2,4-dione: 5-[4-[2- [N^(benzoxazol'2-yl)-N- methylamino] ethoxy]ben2y1Jthiadia2oline- 
2,4-dione; 5-[4-[3-(5^methyl-2-phenyloxazol-4-yl) propionyl] benzyl]thiadiazoline-2,4- 
dione; 5-[2-(5-methyl-2-phenyloxazol-4-ylmethyl) benzofuran- 5-ylmethyl]- oxazolidine-. 
4-dione: 5-[ 4-[2-[N-methyl-N-(2-pyridyl)amino] ethoxy] ben2yl]thiazolldine-2.4-dione 
(BRL 49653); and 5-[4-[2-[N- (ben20xazol -2-yl)-N-methylamino] ethoxyjbenzyl]- 
oxazolidine-2.4-dlone. 
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17. (Original) The method of claim 12. wherein the PPAR gamma ligand Is 
selected from the group consisting of PGAi, PGA2. PGBi, PGB2, PGD,, PGD2, PDJ2. 
15-deoxy-12. 14-delta-PGJ2. and 1 2HJelta-PGJ2. 

18. (Original) The method of claim 12. wherein the PPAR gamma ligand is a fatty 
acid containing about 10 to about 26 carbon atoms and zero to about 6 carbon-carbon 
double bonds or carbon-carbon triple bonds. 

19-29. (Cancelled) 

30. (New) A method of inhibiting anglogenesis comprising: 

(a) identifying a patient having a solid malignant tumor; and 

(b) administering to the patient a therapeutically effective amount of a 
PPAR gamma ligand. wherein anglogenesis is inhibited In the patient. 

31 . (New) A method of inhibiting anglogenesis in a patient, comprising: 

(a) identifying a patient with a solid malignant tumor; and 

(b) administering an anglogenesis Inhibiting amount of a PPAR gamma 
ligand. wherein anglogenesis Is inhibited in the patient. 
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SUPPORT FOR AMENDMENT 

Claim 14 has be n amended to prop riy d pend from claim 12. Claim 30 is 
supported by claims 1 and 11. Claim 31 is supported by claims 11 and 12. No new 
matter has been added. Upon entry of this amendment Claims 1-10, 12, and 14-18, 30 
and 31 are present and active in the application. 
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REQUEST FOR RECONSIDERATION 

Applicants would like to thank Examiner Qazi for th helpful and courteous 
discussion held with Applicants' representative on June 24, 2003. During this 
discussion Applicants' representative noted that the inhibition of angiogenesis is a 
treatment appropriate for disorders beyond certain cancers, and furthermore is not 
appropriate for many forms of cancer. It was also noted during the discussion that 

3' on'y describes that trogiitazone inhibits steroidogenesis and applies this 
compound only to ceil lines; there is no indication that this compound has any effect on 
angiogenesis. Finally, it was also noted that the present claims specify inhibiting 
angiogenesis. As suggested during the discussion, claims that specify solid malignant 
tumors have been added (claims 30 and 31). 

Angiogenesis is the growth and formation of blood vessels. A variety of diseases 
and disorders, such as rheumatoid arthritis, psoriasis, atherosclerosis, lung 
inflammation, obesity, as well as cancer tumor growth and metastasis, can be treated 
with an angiogenesis inhibitor. The present invention makes use of the discovery that a 
PPAR gamma ligand is an effective angiogenesis inhibitor. 

The rejection of the claims under 375 U.S.C. §103 over Urtjan. et al. and 
Cushman. et al., is respectfully traversed. The applied references are silent about 
trogiitazone or a PPAR gamma ligand having any effect on angiogenesis, while the 
claimed invention is a method of inhibiting angiogenesis. 

Urban, et al. describe trogiitazone and related compounds for the treatment of 
climacteric symptoms. Described is that trogiitazone and related thiazolidlnedione 
compounds inhibit steroidogenesis in granulosa cells, and that trogiitazone can kill 
rapidly growing cancerous cells expressing the orphan nuclear receptor PPAR gamma, 
while not affecting the viability of normal cells (column 2, lines 65 - column 3. line 5). 
The examples describe treating cell lines with trogiitazone; no actual tumors or patients 
having cancer are treated. Examples 7 and 8 are prophetic, and were not actually 
carried out. There is no description or suggestion of the inhibition of angiogenesis. 
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Cushman, et a L describe that angiogenesls Is the formation of new blood 
vessels; there is no suggestion that troglitazone or PPAR gamma ligand may inhibit 
angiog nesis. 

As now claimed, the present invention specifies inhibiting angiogenesis. Urban. 
etaL fail to describe or suggest Inhibiting angiogenesis. Cushman. et al have only 
been cited for the definition of angiogenesis. Accordingly. Applicants submit that there 
is no description or suggestion in the applied references to inhibit angiogenesis with 
troglitazone or PPAR gamma ligand. Applicants submit that the claimed invention is not 
obvious over the applied references. Withdrawal of this ground of rejection is 
respectfully requested. 

Applicants respectfully request that all the information disclosure statements be 
considered. All references cited in the Forni 1449 submitted on November 15. 2002 
(with the response) were previously cited in the parent application. Accordingly, 
applicants are not required to submit copies of the references cited (37 C.F.R. § 1.98 (d) 
(1 ) and (2)). Furthermore, the information disclosure statement filed by facsimile on 
November 20, 2002, was filed with a copy of the single reference cited. Copies of both 
Forms 1449 are included herewith, along with the reference cited in the later Form, as a 
courtesy to the Examiner. Also included is a copy of the facsimile reported indicating 
that 9 pages (corresponding to the information disclosure statement, facsimile cover 
sheet, and the reference cited) were sent on November 20, 2002. Applicants are also In 
the process of gathering all the references cited In both Forms 1449, and will provide 
them to the Examiner shortly, as a courtesy. 

Applicants submit the application is now In condition for allowance. Eariy notice 
of such action is earnestly solicited. 



SONNENSCHEIN NATH & ROSENTHAL. LLP 
P. O. BOX 061080 

WACKER DRIVE STATION, SEARS TOWER 
CHICAGO. IL 60606 
(312) 876-8000 




Respectfully submitted. 



Paul E. Rauch. Ph.D. 
Registration No. 38.591 
Attomey for Applicants 
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